10/613,650 

=> d ibib abs hitstr 1-15 



L4 ANSWER 1 OF 15 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT 
PATENT INFORMATION: 



CAPLUS COPYRIGHT 2006 ACS on STN 
2005 : 1154157 CAPLUS 
143 :422465 

Preparation of phosphonate analogs of HIV protease 
inhibitors and methods for identifying anti-HIV 
therapeutic compounds 

Arimilli, Murty N. ; Becker, Mark M.; Birkus, Gabriel 
USA 

U.S. Pat. Appl. Publ., 1034 pp. 
CODEN: USXXCO 
Patent 
English 
8 



PATENT NO. KIND DATE 



TTC 


2005239054 




aj. 




Z \J\JDX\)Z 1 


wvj 


2003090690 




a o 
AZ 






wo 


2003090690 




AJ 




zUU4Ubz4 




W: 


AE, 


AG, 


AJj , 




TAT 
AT, 


7ATT 7A »7 
AU , A£ , 






CO, 


CR, 






UCj f 


JJJN., JJIYI, 






GM, 


HR, 


UTT 

rlU , 


IV, 


TT 


TV T O 






LS, 


LT, 


T TT 
LiU , 


T \7 

LV, 


MA, 


rlU , Mva , 






PH, 


PL, 




KU , 


T3TT 
KU , 


op nn 

b(^, bD, 






TZ, 


UA, 


UVj , 


TTO 


TT*7 

uz , 


VL, VN, 




RW: 


GH, 


GM, 


is±j , 


T C? 

Lib , 


IV/ITVT 

MW , 


MZ, SD, 






KG, 


KZ, 


mu , 


T3TT 
RU, 


TJ , 


TM , AT , 






FI, 


FR, 


CjB , 


/in 

CjR, 


HU, 


IE, IT, 






BF, 


BJ, 


CF, 


CG, 


CI, 


CM , GA , 


Ti\J 


2003091264 








2 0031106 


WU 


2003091264 




A3 




20040311 




W: 


AE, 


AG, 


7V T 
AL , 


7\ TUT 

AM, 


AT, 


AU , AZ , 






CO, 


CR, 


(~U , 


CZ, 


DE , 


DK, DM, 






GM, 


HR, 


WTT 


TFJ 
±u , 


TT. 


TINT TQ 






LS, 


LT, 


LU, 


LV, 


MA, 


MD, MG, 






PH, 


PL, 


PT, 


RO, 


RU, 


SC, SD, 






TZ, 


UA, 


UG, 


US, 


UZ, 


VC, VN, 




RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, SD, 






KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, AT, 






FI, 


FR, 


GB, 


GR, 


HU, 


IE, IT, 






BF, 


BJ, 


CF, 


CG, 


CI, 


CM, GA, 


WO 


2003090691 




A2 




20031106 


WO 


2003090691 




A3 




20060209 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, AZ, 






CO, 


CR, 


CU, 


cz, 


DE, 


DK, DM, 






GM, 


HR, 


HU, 


ID, 


IL, 


IN, IS, 






LS, 


LT, 


LU, 


LV, 


MA, 


MD, MG, 






PH, 


PL, 


PT, 


RO, 


RU, 


SC, SD, 






TZ, 


UA, 


UG, 


US, 


UZ, 


VC, VN, 




RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, SD, 






KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, AT, 






FI, 


FR, 


GB, 


GR, 


HU, 


IE, IT, 






BF, 


BJ, 


CF, 


CG, 


CI, 


CM, GA, 


US 


2004121316 




Al 




20040624 


US 


2005197320 




Al 




20050908 


US 


2005209197 




Al 




20050922 


ZA 


2004009376 




A 




20050914 


WO 


2005064008 




Al 




20050714 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, AZ, 






CN, 


CO, 


CR, 


CU, 


CZ, 


DE, DK, 



APPLICATION NO. DATE 





US 2003- 


740694 




20031222 




WO 2003- 


US12901 




20030425 


Or\ , 


BB, 


BG, 


BR, 


BY, 


TIT 
DLA , 


CA, 


CH, 


CN, 


n7 

Dca , 


EC, 


EE, 


ES, 


FI, 


\JD , 


GD, 


GE, 


GH, 


.T"D 


KE, 


KG, 


KP, 


KR, 




LC, 


LK, 


LR, 


1*1 JV, 


MN, 


MW, 


MX, 


MZ, 


NI , 


NO, 


NZ, 


OM, 


or* , 


SG, 


SK, 


SL, 


TJ, 


TM, 


TN, 


TR, 


TT, 


VTT 
IU , 


ZA, 


ZM, 


ZW 












OT 


SZ, 


TZ, 


UG, 


ZM, 


r7T*7 

£tYi , 


AM, 


AZ, 


BY, 


DIj , 


BG, 


CH, 


CY, 


cz, 


FIT 


DK, 


EE, 


ES, 


LU, 


MC, 


NL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 




WO 2003- 


US12926 




20030425 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NI, 


NO, 


NZ, 


OM, 


SE, 


SG, 


SK, 


SL, 


TJ, 


TM, 


TN, 


TR, 


TT, 


YU, 


ZA, 


ZM, 


ZW 












SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


LU, 


MC, 


NL, 


PT, 


RO, 


SE, 


si, 


SK, 


TR, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 




WO 2003- 


US12943 




20030425 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NI, 


NO, 


NZ, 


OM, 


SE, 


SG, 


SK, 


SL, 


TJ, 


TM, 


TN, 


TR, 


TT, 


YU, 


ZA, 


ZM, 


ZW 












SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


LU, 


MC, 


NL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 



US 2003-424186 20030425 

US 2003-424130 20030425 

US 2003-423496 20030425 

ZA 2004-9376 20041122 



WO 2004-US42991 20041222 
BA, BB, BG, BR, BW, BY, BZ, CA, CH, 
DM, DZ, EC, EE, EG, ES, FI , GB, GD, 



10/613,650 



GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 

LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NI, 

NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, 

TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 

RW: BW, GH, GM, KE, LS , MW, MZ, NA, SD, SL, SZ, TZ , UG, ZM, ZW, AM, 

AZ, BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 

EE, ES, FI, FR, GB, GR, HU, IE, IS, IT, LT, LU, MC, NL, PL, PT, 

RO, SE, SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 
MR, NE, SN, TD, TG 

PRIORITY APPLN. INFO. : US 2002-375622P P 20020426 

US 2002-375665P P 20020426 

US 2002-375779P P 20020426 

US 2002-375834P P 20020426 

US 2003-423496 A2 20030425 

US 2003-424130 A2 20030425 

US 2003-424186 A2 20030425 

US 2003-465721P P 20030425 

US 2003-465810P P 20030425 

US 2003-465824P P 20030425 

WO 2003-US12901 A2 20030425 

WO 2003-US12926 A2 20030425 

WO 2003-US12943 A2 20030425 

US 2003-740694 A 20031222 

GI 



OR3 A 

H I I 

^ .N^ A 



T 




X 

II 

OA O 





AB The invention relates to phosphonate -substituted carbamates I and cyclic 
ureas II [wherein A = Al, A2, or W3 with the proviso that at least one of 
A = Al; Al = [Y2(CR2R2)1-12]0-12Y2W6; A2 = [Y2 (CR2R2) 1-12] 0-12Y2W3 ; W3 = 
substituted (hetero) cyclyl , R5, C(Y1)R5, C(Y1)W5, S02R5, or S02W5; W5 = 
substituted (hetero) cyclyl ; W6 = triphosphono- substituted W3; Yl = O, S, 
N(Rx), N(0)(Rx), N(ORx), N(0)(ORx), or N(N(Rx)2); Y2 = independently a 
bond, O, N(Rx), N(0)(Rx), N(ORx), N(0)(ORx), N(N(Rx)2), SOO-2, or 
SO0-2SO0-2; Rx = independently H, Rl, W3 , a protecting group, etc.; Rl = 
independently H or alkyl; R2 = independently H, Rl, halo, CN, N3 , N02, Yl, 
Rx, N(Rx)2, S0-2Rx, substituted alkyl, alkenyl, alkynyl, etc.; R3 = halo, 
CN, N3, N02, Yl, Rx, N(Rx)2, SRx, SORx, S02Rx, OC(Yl)Rx, OC(Yl)ORx, 
C(Yl)Rx, etc. with provisos; R5 = substituted alkyl, alkenyl, or alkynyl; 
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The invention relates to phosphonate- substituted carbamates I and cyclic 
ureas II [wherein A = Al, A2, or W3 with the proviso that at least one of 
A = Al; Al = [Y2(CR2R2)1-12]0-12Y2W6; A2 = [Y2 (CR2R2) 1-12] 0-12Y2W3 ; W3 = 
substituted (hetero) cyclyl, R5, C(Y1)R5, C(Y1)W5, S02R5, or S02W5; W5 = 
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AB Furanofuryl analogs of the HIV protease inhibitor amprenavir such as I are 
prepared in which a terminally substituted n-alkyl group is appended to the 
N-iso-Bu group of amprenavir and in which the substituents on the 
N-arylsulfonyl moiety are varied. Some of the inhibitors such as I are 
found to have greatly enhanced inhibition of HIV protease; the amprenavir 
analogs also inhibit the growth of both wild-type and resistant strains of 
HIV and are more effective against the HIV strains than the currently 
marketed HIV protease inhibitors amprenavir, indinavir, and nelfinavir. 
E.g., I inhibits wild-type HIV protease with a Ki value of 0.014 pM, and 
inhibits wild-type and resistant strains of HIV with IC50 values of 
between 1.6 nM and 15 nM. 

IT 681028-81-9P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 



(preparation of furanofuryl amprenavir analogs with modifications at the 
N-arylsulfonyl and N-iso-Bu moieties which show improved HIV protease 
inhibition and inhibition of wild-type and resistant HIV strains) 
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CN Carbamic acid, [ (IS, 2R) -3- [ (1, 3-benzodioxol-5-ylsulfonyl) (5-cyano-2 , 2 - 
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1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 
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1, 1-dimethylethyl ester, 12-oxide, (3S,4R)- (9CI) (CA INDEX NAME) 
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AB The title arylsulf onamides , namely (3R, 3aS , 6aR) -hexahydrof uro [2 , 3 -b] f uran- 
3-yl 3 -arylsulf onylamino-1- (4-hydroxyphenyl) -2 -hydroxyp ropy 1 carbamate 
derivs. (e.g. I) are prepared These compds . are particularly well suited 
for inhibiting HIV-1 and HIV-2 protease activity and consequently, may be 
advantageously used as ant i -viral agents against the HIV-1 and HIV-2 
viruses. They are useful for treating with a patient diagnosed with AIDS, 
AIDS related complex (ARC) , progressive generalized lymphadenopathy (PGL) , 
Kaposi's sarcoma, thrombocytopenic purpura, or AIDS-related neurol . 
conditions such as AIDS dementia complex, multiple sclerosis or tropical 
paraperesis , etc . Thus , (3R, 3aS , 6aR) -hexahydrof uro [2 , 3 -b] f uran-3 -yl 
3- [N- (l,3-benzodioxol-5-ylsulfonyl) -N-isobutylamino] -1- (4-hydroxyphenyl) -2- 
hydroxypropylcarbamate underwent Mitsunobu reaction with phenethyl ale. 
using Ph3P and di-tert-Bu azodicarbonate in CH2C12 at room temperature for 1.5 
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to give 72% I. I showed IC50 of <0.001, <0.001, and 0.01-0.001 uM 
against drug -resistant HIV strains, i.e. wild type, mutant HIV-1 EP13, and 
mutant D545701-14 HIV strains, resp., in MT-4 cells. 
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RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
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(phenylmethoxy) phenyl] methyl] -, 1, 1 -dime thyle thy 1 ester, (12R,13S)- (9CI) 
(CA INDEX NAME) 
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or NHCO(CO); B = (un) substituted NHCH2CO; x = 0 or 1; G = H, R7, alkyl; or 
G may be bound to R7 to form a heterocyclic ring; R7 = H, 

(CH20)xY(ZM) (:X)Z(M)x; etc.; M = H, Li, Na, K, Mg, Ca, Ba, alkyl, alkenyl, 
etc.; X = O or S; Y = P or S; Z = H, 0, S, or (un) substituted NH2 ; D = 
independently Q or (un) subsititued (cyclo) alkyl or (cyclo) alkenyl ; Q = 

(un) subsititued carbocylyl or heterocyclyl; D' = (un) substituted alkyl, 
alkenyl; alkynyl; E = Ht, OHt, HtHt, alkoxy, (un) substituted NH2, alkyl, 
or carbocyclyl; E» = CO or S02] were prepared as antiviral agents against 
HIV-1 and HIV-2 viruses. Thus, 3 -N02C6H4S02C1 was added to tert-Bu 

(1S,2R) -N- [l-benzyl-3- [ (4 -cyano-2 , 2 -dimethylbutyl) amino] -2- 
hydroxypropyl] carbamate (preparation given) to form the 3- 
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OTHER SOURCE (S) : MAR PAT 132:322147 
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OH CH2-Bu-i II 



AB Amino acid hydroxyethylamino sulfonamide compds . I [R2 = (un) substituted 
aryl, (cyclo) alkyl , aralkyl, cycloalkylalkyl ; R3 = alkyl, haloalkyl, 
alkenyl, alkynyl, hydroxy-, alkoxy-, alkyl thio-, or alkylsulf onylalkyl , 
cycloalkylalkyl, heterocycloalkyl , heteroaryl, heterocycloalkylalkyl, 
aryl, aralkyl, or heteroaralkyl ; R4 = heterocycloalkyl, heteroaryl or 
aryl; Y = O or S; A = heterocycloalkyl, heterocycloalkoxy, 
heterocycloalkylalkoxy, heteroaralkyl, heteroarylalkoxy, heteroaryloxy or 
heteroaryl] were prepared as retroviral protease inhibitors, particular as 
inhibitors of HIV protease. Thus, compound II (Cbz = benzyloxycarbonyl) was 
prepared and assayed for HIV inhibitory activity (IC50 = 16 nM) . Compds. of 
formula I were tested for cytotoxicity and efficacy (IC50, EC50 and TD50 
values at the nanomolar level are tabulated) . 

IT 169281-15-6P 169281-16-7P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(amino acid hydroxyethylamino sulfonamides as retroviral protease 
inhibitors) 

RN 1692 81-15-6 CAPLUS 
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CN Carbamic acid, [ (IS, 2R) -2 -hydroxy- 3- [ (3-methoxypropyl) (phenylsulf onyl) amin 
o] -1- (phenylmethyl) propyl] -, phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 169281-16-7 CAPLUS 

CN Carbamic acid, [ (IS, 2R) -2 -hydroxy-3 - [ [3- ( me thy lthio) propyl] (phenylsulf onyl 
) amino] -1- (phenylmethyl) propyl] -, phenylmethyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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OTHER SOURCE (S): MARPAT 132:265504 

AB Hydroxyethylamino sulfonamide compds . R9R10N (CR7R8) pCHRIC ( : Y) NR6CHR2CH (OH) 
CH2NR3S(:0)xR4 [I: Rl = H, CH2S02NH2, CH2C02CH3, alkyl, haloalkyl, 
alkenyl, alkynyl, cycloalkyl, amino acid side chains, etc.; R2 = 
(un) substituted alkyl, aryl, cycloalkyl, cycloalkylalkyl , aralkyl; R3 = H, 
alkyl, haloalkyl, alkenyl, alkynyl, aryl, heteroaryl, mono- and 
disubstituted aminoalkyl, etc.; R4 = alkyl, haloalkyl, alkenyl, alkynyl, 
aryl, (un) saturated heterocycle, (un) substituted aromatic heterocycloalkyl , 

etc . ; 

R6 = H, alkyl; Y = 0, S, NR3 ; R7 , R8 = independently H, Rl, or together 
with Rl and the carbon atoms to which they are attached represent a 
cycloalkyl radical; R9 = H, R3 , or R3S02; R10 = H, alkoxycarbonyl , 
alkylcarbonyl, aroyl, aryloxycarbonyl , heterocyclylalkoxycarbonyl, mono- 
and disubstituted aminocarbonyl , or aminoalkanoyl , etc.; or R9R10N = 
heterocycloalkyl or heteroaryl; x = 0-2; p = 0-1] or their 
pharmaceutically acceptable salts, prodrugs, or esters were prepared as 
inhibitors of retroviral proteases such as human immunodeficiency virus 
(HIV) . Many inhibitors were prepared by (1) preparing an N-protected amino 
epoxide and (2) reacting this with an amine and (3) preparing a sulfonamide 
by reacting with a sulfonyl chloride or sulfonyl anhydride in the presence 
of an acid scavenger. The amino function of the sulfonamide was then (4) 
deprotected and (5) reacted with a carboxylate . Thus, 
Nl- [2R-hydroxy-3- [ (3 -methylbutyl) (phenylsulf onyl) amino] -1S- 
(phenylmethyl) propyl] -2S- [ (2 -quinolinylcarbonyl) amino] butanediamide was 
prepared and assayed for HIV protease inhibitory activity (IC50 = 1.5 nM) . 
Compds. of formula I were tested for cytotoxicity and antiviral efficacy 
(IC50, EC50, and TD50 values at the nanomolar level are tabulated). 

IT 169281-15-6P 169281-16-7P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of hydroxyethylamino sulfonamides useful as retroviral protease 
inhibitors) 

RN 169281-15-6 CAPLUS 

CN Carbamic acid, [ (IS, 2R) -2-hydroxy-3- [ (3 -methoxypropyl) (phenylsulf onyl) amin 
o] -1- (phenylmethyl) propyl] -, phenylmethyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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CN Carbamic acid, [ (1S,2R) -2 -hydroxy-3 - [ [3- (methyl thio) propyl] (phenyl sulfonyl 
) amino] -1- (phenylmethyl) propyl] phenylmethyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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OTHER SOURCE(S): MARPAT 131:295568 

AB a- And p-Amino acid hydroxyethyl amino sulfonamide compds . are 

effective as retroviral protease inhibitors, and in particular as 
inhibitors of HIV protease, as well as effective in preventing the growth 
of retroviruses in a solution General and specific schemes for chemical 
synthesis of the sulfonamide -containing hydroxyethyl amine inhibitor compds. 
are described. Seventy-eight such compds. were tested for cytotoxicity 
and antiviral efficacy (IC50, EC50, and TD50 values at the nanomolar level 
are tabulated) . 
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(a- and p-amino acid hydroxyethyl ami no sulfonamides useful 
as retroviral protease inhibitors) 
RN 169281-16-7 CAPLUS 

CN Carbamic acid, [ (IS , 2R) -2 -hydroxy-3 - [ [3 - (methylthio) propyl] (phenylsulf onyl 
) amino] -1- (phenylmethyl) propyl] -, phenylmethyl ester (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry. 




RN 247047-39-8 CAPLUS 

CN Carbamic acid, [ (1S,2R) -2 -hydroxy-3 - [ (4 -hydroxybutyl) (phenylsulf onyl) amino 
] -1- (phenylmethyl) propyl] -, phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN Carbamic acid, [ (1S,2R) -3- [ [2- (dimethyl amino) ethyl] (phenylsulf onyl) amino] - 
2 -hydroxy- 1 - (phenylmethyl) propyl] -, phenylmethyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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CN Carbamic acid, [ (IS, 2R) -2 -hydroxy-3 - [ [3- (methylsulf onyl) propyl] (phenylsulf 
onyl) amino] -1- (phenylmethyl) propyl] -, phenylmethyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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OTHER SOURCE(S): MARPAT 130:38712 

AB Amino acid hydroxyethylamino sulfonamide compds . P1NHCHR2CH (OH) CH2NR3S02R4 
[PI = alkoxycarbonyl, aralkoxycarbonyl , alkanoyl, cycloalkylcarbonyl , 
cycloalkylalkoxycarbonyl , cycloalkylalkanoyl , aralkanoyl , aroyl , 
aryloxycarbonyl , heterocyclylcarbonyl , heterocyclyloxycarbonyl, 
heterocyclylalkoxycarbonyl , heteroaralkoxycarbonyl , heteroaryloxycarbonyl , 
heteroaroyl; R2 = alkyl, aryl, cycloalkyl, cycloalkylalkyl , 
(un) substituted aralkyl; R3 = H, alkyl, alkenyl, alkynyl, hydroxyalkyl , 
alkoxyalkyl, cycloalkyl, cycloalkylalkyl , heterocyclyl, heteroaryl, 
heterocyclylalkyl, aryl, aralkyl, heteroaralkyl ; R4 = alkyl, haloalkyl, 
alkenyl, alkynyl, cycloalkyl, heterocycloalkyl , heteroaryl, aryl, aralkyl] 
were preparation as retroviral protease inhibitors. Thus, 

N- [2R-hydroxy-3- [ [ (4- 

methoxyphenyl) sulfonyl] (2 -methylpropyl) amino] -IS- (phenylmethyl) propyl] -4- 
pyridinecarboxamide was prepared by amidation of isonicotinoyl chloride 
hydrochloride with 2R-hydroxy-3 - [ (2 -methylpropyl) [(4- 

methoxyphenyl) sulfonyl] amino] -IS- (phenylmethyl) propylamine . Protease 
inhibitory data are tabulated. 
IT 169281-15-6P 169281-16-7P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of amino acid hydroxyethylamino sulfonamides useful as 
retroviral protease inhibitors) 
RN 169281-15-6 CAPLUS 

CN Carbamic acid, [ ( IS , 2R) -2 -hydroxy- 3 - [ (3 -methoxypropyl) (phenylsulf onyl) amin 
o] -1- (phenylmethyl) propyl] -, phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



MeO 



(CH 2 )3 



Ph 




W 



= 0 OH 



RN 
CN 



169281-16-7 CAPLUS 

Carbamic acid, [ (1S,2R) -2-hydroxy-3- [ [3- (methyl thio) propyl] (phenylsulf onyl 
) amino] -1- (phenylmethyl) propyl] -, phenylmethyl ester (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry . 



MeS 



(CH 2 )3 




Ph^W 



-0 OH 
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US 1995-424819 A 19950419 

WO 1996-US5475 W 19960418 

OTHER SOURCE(S): MARPAT 128:204795 

GI 




AB THF-containing sulfonamides (THF) R1NHCHDCH (OH) CH2ND ' S02E [I, Rl = CO, S02 , 
COCO, etc.; D, D» = aryl, carbocyclyl, heterocyclyl , alkyl, alkenyl; E = 
alkenyl, Het, O(Het), (Het) (Het) , etc. with Het = carbocyclyl, aryl, 
heterocyclyl], which are aspartyl protease inhibitors, were prepared. E.g., 
epoxide II was treated with isobutylamine, 4-FC6H4S02C1 , then deprotected 
and treated with N-succinimidyl- (S) -3 -tetrahydrof uranyl carbonate to give 
a THF-containing sulfonamide. I are particularly well suited for inhibiting 
HIV-1 and HIV-2 protease activity and consequently, may be advantageously 
used as anti -viral agents against the HIV-1 and HIV-2 viruses. 

IT 184357-39-9P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of THF-containing sulfonamides as inhibitors of aspartyl 
protease) 

RN 184357-39-9 CAPLUS 

CN Carbamic acid, [2 -hydroxy-3 - [ (3 -hydroxy-2 , 2 -dimethylpropyl) [(4- 

methoxyphenyl) sulfonyl] amino] -1- (phenylmethyl) propyl] -, 1 , 1-dime thy 1 ethyl 
ester, [R-(R*,S*)]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



MeO' 




Me Me 
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AB R1QNHCHR2CH(0H)CH2NR3S02E [Rl = tetrahydrof uryl ; Q = CO, S02 , COCO, 02C, 
OS02, iminosulfonyl, aminocarbonyl , etc.; R2, R3 = (substituted) alkyl, 
alkenyl, carbocyclyl, cycloalkenyl , aryl, heterocyclyl ; E = (substituted) 
heterocyclyl, carbocyclyl, aryl, heterocyclyloxy, carbocyclyloxy, aryloxy, 
amino, alkoxy, alkenyloxy, etc.], were prepared Thus, title compound (I), 
prepared from epoxide (II), showed Ki <0.1 nM against HIV-1 protease 

IT 184357-39-9P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of tetrahydrof uran- containing sulfonamide inhibitors of 

aspartyl 
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protease for treatment of HIV infection) 
RN 184357-39-9 CAPLUS 

CN Carbamic acid, [2-hydroxy-3 - [ (3 -hydroxy-2 , 2 -dimethylpropyl) [(4- 

methoxyphenyl) sulfonyl] amino] -1- (phenylmethyl) propyl] - , 1, 1-dimethylethyl 
ester, [R-(R*,S*)]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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compds. AC( :Y)NR6CHR2CHOHCH2NR3S ( :0)xR4 [I: 
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R2= (substituted) alkyl, aryl, cycloalkyl, cycloalkylalkyl , aralkyl; R3=H; 
R3,R4=R2, alkenyl, alkynyl, heterocycloalkyl , -aryl, -aralkyl, 
-cycloalkyalkyl; R6=H, alkyl; x=l,2; Y=0, S; A=RO, R; R=alkyl, alkenyl; 
(hetero) aryl, cycloalkyl, cycloalkylalkyl , aralkyl, NH2, mono- or 
disubstituted amino, etc.] are effective as retroviral protease 
inhibitors, and in particular as inhibitors of HIV protease. Many 
inhibitors were prepared by (1) preparing an N-protected amino epoxide and (2) 
reacting this with an amine and (3) preparing a sulfonamide by reacting with 
a sulfonyl chloride or sulfonyl anhydride in the presence of an acid 
scavenger. The amino function of the sulfonamide was then (4) deprotected 
and (5) reacted with a carboxylate. In vitro HIV protease assays with 
these compds. revealed inhibitors with IC50's as low as 1.4 nM, e.g. 
[IS- [1R* (S*) ,2S*] ] -I (A=p-MeOC6H4CH20CONHCH2CHMe; Y=0; R6=H; R2=benzyl; 
R3=3-methylbutyl; x=2 ; R4=phenyl) . 

IT 169281-15-6P 169281-16-7P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 

(hydroxyethylamino sulfonamides useful as retroviral protease 
inhibitors) 

RN 169281-15-6 CAPLUS 

CN Carbamic acid, [ (1S,2R) -2-hydroxy-3- [ (3 -methoxypropyl) (phenylsulf onyl) amin 
o] -1- (phenylmethyl) propyl] -, phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O 




RN 169281-16-7 CAPLUS 

CN Carbamic acid, [ ( IS , 2R) -2 -hydroxy- 3 - [ [3 - (methyl thio) propyl] (phenylsulf onyl 
) amino] -1- (phenylmethyl) propyl] -, phenylmethyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



O 




=> d his 



10/613,650 

(FILE 'HOME' ENTERED AT 10:09:35 ON 23 MAY 2006) 

FILE 'REGISTRY' ENTERED AT 10:09:41 ON 23 MAY 2006 
LI STRUCTURE UPLOADED 

L2 4 S LI 

L3 47 S LI FULL 



L4 



FILE 'CAPLUS' ENTERED AT 10:10:17 ON 23 MAY 2006 
15 S L3 



= > d 11 

LI HAS NO ANSWERS 
LI STR 




Gl C,S 

G2 0,S,N,P,CN, [@1], [®2] 



Structure attributes must be viewed using STN Express query preparation. 



= > 



10/613,650 



=> d his 

(FILE ' HOME ' ENTERED AT 10:12:56 ON 23 MAY 2006) 

FILE 'REGISTRY' ENTERED AT 10:13:07 ON 23 MAY 2006 
LI STRUCTURE UPLOADED 

L2 0 S LI 

L3 0 S LI FULL 



= > d 11 

LI HAS NO ANSWERS 
LI STR 




2 



Gl C,S 

G2 0,S,N,P,CN, [©1], [@2] 



Structure attributes must be viewed using STN Express query preparation. 
= > 



